PATENT COOPERATION TREA 



J/01868 



PCT 

NOTIFICATION OF RECEIPT OF 
RECORD COPY 

(PCT Rule 24.2(a)) 


To: ^ ^ 

KUZUWA, Kiyoshi 

Kuzuwa & Partner 

Patent Attorneys 

Sogo Kojimachi Dai-ichi Building 

2, Kojimachi 3-chome, Chiyoda-ku 

Tokyo 102-0083 

JAPON 


Date of mailing (day/month/year) 
05 May 1999 (05.05.99) 


IMPORTANT NOTIFICATION 


Applicant's or agent's file reference 

FP-330/PCT 


International application No. 
PCT/JP99/01868 





The applicant is hereby notified that the International Bureau has received the record copy of the international application as 
detailed below. 

Name(s) of the applicant(s) and State(s) for which they are applicants: 

HISAMITSU PHARMACEUTICAL CO., INC. (for all designated States except US) 

KURITA, Hisakazu et af (for US) 

International filing date 08 April 1999 (08.04.99) 

Priority date(s) claimed : 17 April 1998 (17.04.98) 

Date of receipt of the record copy 
by the International Bureau : 

List of designated Offices : 



26 April 1999 (26.04.99) 



EP ^T^^CH^DE^DK.ESJUFR^B^GME.IT^LU^C^UPT.SE 
National :AU,CA,CN,KR,US 



ATTENTION 

The applicant should carefully check the data appearing in this Notification. In case of any discrepancy between these data 
and the indications in the international application, the applicant should immediately inform the International Bureau. 

In addition, the applicant's attention is drawn to the information contained in the Annex, relating to: 
time limits for entry into the national phase 



X 



X 



confirmation of precautionary designations 
requirements regarding priority documents 



A copy of this Notification is being sent to the receiving Office and to the InternationalSearching Authority. 





Authorized officer: 


The International Bureau of WIPO 




34, chemin des Colombettes 


M. Sakai 


1211 Geneva 20, Switzerland 




Facsimile No. (41-22)740.14.35 


Telephone No. (41-22)338.83.38 * 



Form PCT/IB/301 (July 1998) 



^fefiational application No. 
ANNEX TO FORM PCT/IB/301 PCT/JP99/01868 



INFORMATION ON TIME LIMITS FOR ENTERING THE NATIONAL PHASE 

The applicant is reminded that the "national phase" must be entered before each of the designated Offices indicated in the 
Notification of Receipt of Record Copy (Form PCT/IB/301) by paying national fees and furnishing translations, as prescribed by 
the applicable national laws. 

The time limit for performing these procedural acts is 20 MONTHS from the priority date or, for those designated States 
which the applicant elects in a demand for international preliminary examination or in a later election, 30 MONTHS from the 
priority date, provided that the election is made before the expiration of 1 9 months from the priority date. Some designated (or 
elected) Offices have fixed time limits which expire even later than 20 or 30 months from the priority date. In other Offices an 
extension of time or grace period, in some cases upon payment of an additional fee, is available. 

In addition to these procedural acts, the applicant may also have to comply with other special requirements applicable in 
certain Offices. »t is the applicants responsibility to ensure that the necessary steps to enter the national phase are taken in a 
timely fashion. Most designated Offices do not issue reminders to applicants in connection with the entry into the national 
phase. 

For detailed information about the procedural acts to be performed to enter the national phase before each designated 
Office, the applicable time limits and possible extensions of time or grace periods, and any other requirements, see the relevant 
Chapters of Volume II of the PCT Applicant's Guide. Information about the requirements for filing a demand for international 
preliminary examination is set out in Chapter IX of Volume I of the PCT Applicant's Guide. 



GRand ES became bound by PCT Chapter II on 7 September 1996 and 6 September 1997, respectively, and may, therefore, 
be elected in a demand or a later election filed on or after 7 September 1996 and 6 September 1997, respectively, regardless of 
the filing date of the international application. (See second paragraph above.) 

Note that only an applicant who is a national or resident of a PCT Contracting State which is bound by Chapter II has 
the right to file a demand for international preliminary examination. 

CONFIRMATION OF PRECAUTIONARY DESIGNATIONS 

This notification lists only specific designations made under Rule 4.9(a) in the request. It is important to check that these 
designations are correct. Errors in designations can be corrected where precautionary designations have been made under 
Rule 4.9(b). The applicant is hereby reminded that any precautionary designations may be confirmed according to Rule 4.9(c) 
before the expiration of 15 months from the priority date. If it is not confirmed, it will automatically be regarded as withdrawn 
by the applicant There will be no reminder and no invitation. Confirmation of a designation consists of the filing of a notice 
specifying the designated State concerned (with an indication of the kind of protection or treatment desired) and the payment 
of the designation and confirmation fees. Confirmation must reach the receiving Office within the 1 5-month time limit 

REQUIREMENTS REGARDING PRIORITY DOCUMENTS 

For applicants who have not yet complied with the requirements regarding priority documents, the following is recalled. 

Where the priority of an earlier national, regional or international application is claimed, the applicant must submit a copy 
of the said earlier application, certified by the authority with which it was filed ("the priority document") to the receiving Office 
(which will transmit it to the International Bureau) or directly to the International Bureau, before the expiration of 16 months frorr 
the priority date, provided that any such priority document may still be submitted to the International Bureau before that date of 
international publication of the international application, in which case that document will be considered to have been received 
by the International Bureau on the last day of the 16-month time limit (Rule 17.1(a)). 

Where the priority document is issued by the receiving Office, the applicant may, instead of submitting the priority 
document, request the receiving Office to prepare and transmit the priority document to the International Bureau. Such request 
must be made before the expiration of the 16-month time limit and may be subjected by the receiving Office to the payment 
of a fee (Rule 17.1(b)). 

If the priority document concerned is not submitted to the International Bureau or if the request to the receiving Office 
to prepare and transmit the priority document has not been made (and the corresponding fee, if any, paid) within the applicable 
time limit indicated under the preceding paragraphs, any designated State may disregard the priority claim, provided that no 
designated Office may disregard the priority claim concerned before giving the applicant an opportunity to furnish the priority 
document within a time limit which is reasonable under the circumstances. 

Where several priorities are claimed, the priority date to be considered for the purposes of computing the 16-month time 
limit is the filing date of the earliest application whose priority is claimed. 



Form PCT/IB/301 (Annex) (July 1998) 



002602953 



PATENT COOPERATION TREA 

From the INTERNATIONAC 



Jfif 



PCT/JP99/01868 



'1939 



PCT 

SUBMISSION OR TRANSMITTAL 
OF PRIORITY DOCUMENT 

(PCT Administrative Instructions, Section 41 1) 


To: 

KUZUWA, Kiyoshi 

Kuzuwa & Partner 

Patent Attorneys 

Caqo Koiimachi Dai-ichi Buildinq 

2, Kojimachi 3-chome, Chiyoda-ku 

Tokyo 102-0083 

JAPON 


Date of mailing (day/month/year) 
02 June 1999 (02.06.99) 


Applicant's or agent's file reference 
FP-330/PCT 


IMPORTANT NOTIFICATION 


International application No. 
PCT/JP99/01868 


International filing date (day/month/year) 

08 April 1999 (08.04.99) 


International publication date (day/month/year) 

Not yet published 


Priority date (day/month/year) 
17 April 1998 (17.04.98) 


Applicant 

HISAMITSU PHARMACEUTICAL CO., INC. et al . 



2. 



3. 



The applicant is hereby notified of the date of receipt (except where tne letters nk appear in u « . i- .«»» », «... 

International Bureau of the priority document(s) relating to the earlier applicat.on(s) indicated below. Unless otherwise 
indicated by an asterisk appearing next to a date of receipt, or by the letters "NR", in the nght-hand column the pnonty 
document concerned was submitted or transmitted to the International Bureau in compliance with Rule 17.1(a) or (b). 

This updates and replaces any previously issued notification concerning submission or transmittal of priority documents. 

An asterisk^) appearing next to a date of receipt, in the right-hand column denotes a priority document -submitted 
or transmitted to the International Bureau but not in compliance with Rule 17.1 (a) or (b). In such a case, the attermon 
of the applicant is directed to Rule 17.1(c) which provides that no designated Office may disregard the P" 0 "^ 1 *'™ . 
concerned before giving the applicant an opportunity, upon entry into the nat.onal phase, to furnish the priority document 
within a time limit which is reasonable under the circumstances. 

The letters "NR" appearing in the right-hand column denote a priority document which was not received by the International 
Bureau or which the applicant did not request the receiving Office to prepare and transmit to the Interna* onalBurM ,u. 
as provided by Rule 17 1(a) or (b), respectively. In such a case, the attention of the applicant is directed to Rule 17.1(c) which 
provides that no designated Office may disregard the priority claim concerned before giving the applicant an opportunity, 
upon entry into the national phase, to furnish the priority document within a time limit wh.ch is reasonable under the 
circumstances. 



Priority date Priority app lication No. 

17 Apri 1998 (17.04.98) 10/122758 



Country or regional Office 
nr PCT receiving Office 

JP 



Date of receipt 
of priority document 

31 May 1999 (31.05.99) 





Authorized officer 


G40 


The International Bureau of WIPO 
34, chemtn des Colombettes 


Carlos Naranjo 


1211 Geneva 20, Switzerland 




Facsimile No. (41-22) 740.14.35 


Telephone No. (41-22) 338.83.38 


nnoe/lQ'J7fl 



Form PCT/IB/304 (July 1998) 



# 



PATENT COOPERATION TREAl 

From the INTERNATIONAL BUREAU , 



PCT/JP99/0186B 



PCT 

NOTIFICATION OF THE RECORDING 
OF A CHANGE 

(PCT Rule 92bis.1 and 
Administrative Instructions, Section 422) 



Date of mailing (day/month/year) 
09 May 2000 (09.05.00) 



Applicant's or agent's file reference 
FP-330/PCT 



To: 



KUZUWA, Kiyoshi 

Kuzuwa & Partner — - 

Sogo Kojimachi Dai-ichi Building 

2, Kojimachi 3-chome, Chiyoda-ku 

Tokyo 102-0083 

JAPON 



IMPORTANT NOTIFICATION 



International application No. 
PCT/JP99/01868 



International filing date (day/month/year) 
08 April 1999 (08.04.99) 



1. The following indications appeared on record concerning: 

the inventor | | the agent 



E 



the applicant 



| | the common representative 

of Residence 



Name and Address 

KURITA, Hisakazu, TATE1SHI, Tetsuro 
CHONO, Hideharu, HIGO, Naruhito 
Hisamitsu Pharmaceutical Co., Inc. 
25-11, Kannondai 1-chome 
Tsukuba-shi 
Ibaraki 305-0856 
Japan 



State of Nationality I State < 

jp jp 



Telephone No. 



Facsimile No. 



Teleprinter No. 



2. The International Bureau hereby notifies the applicant that the following change has been recorded concerning: 
□ the person Q the name [x] the address Q the nationality [_| the residence 



Name and Address 

KURITA, Hisakazu TATEISHI, Tetsuro 
CHONO, Hideharu HIGO, Naruhito 
Hisamitsu Pharmaceutical Co., Inc. 
Tsukuba Research Laboratories 
25-11, Kannondai 1-chome 
Tsukuba-shi 
Ibaraki 305-0856 
Japan 



State of Nationality 
JP 



State of Residence 
JP 



Telephone No. 



Facsimile No. 



Teleprinter No. 



3. Further observations, if necessary: 

4. A copy of this notification has been sent to: 
| X| the receiving Office 

| | the International Searching Authority 



| | the designated Offices concerned 
| X| the elected Offices concerned 
I I other: 





Authorized officer 




The International Bureau of WlPO 
34, chemin des Colombettes 


Jean-Marie McAdams 


1211 Geneva 20, Switzerland 




Facsimile No.: (41*22) 740.14.35 


Telephone No.: (41-22) 338.83.38 


nn3271664 



Form PCT/IB/306 (March 1994) 



PATENT COOPERATION TREA 

From the INTERNATIONAL B 



:- "^«P 99/53906 
"^^^ /JP99/01868 




PCT 

NOTICE INFORMING THE APPLICANT OF THE 
COMMUNICATION OF THE INTERNATIONAL 
APPLICATION TO THE DESIGNATED OFFICES 

(PCT Rule 47.1(c), first sentence) 



Date of mailing (day/month/year) 
28 October 1999 (28.10.99) 



To: 



KUZUWA, Kiyoshi 

Kuzuwa & Partner 

Sogo Kojimachi Dai-ichi Building 

2, Kojimachi 3-chome, Chiyoda-ku 

Tokyo 102-0083 

JAPON 



Applicant's or agent's file reference 
FP-330/PCT 


IMPORTANT NOTICE 


International application No. 
PCT/JP99/01868 


International filing date (day/month/year) 

08 April 1999 (08.04.99) 


Priority date (day/month/year) 
17 April 1998(17.04.98) 


Applicant 

HISAMITSU PHARMACEUTICAL CO., INC. et al 



1 . Notice is hereby given that the International Bureau has communicated, as provided in Article 20, the international application 
to the following designated Offices on the date indicated above as the date of mailing of this Notice: 

AU,CN,EP,KR,US 

In accordance with Rule 47.1 (c), third sentence, those Offices will accept the present Notice as conclusive evidence that 
the communication of the international application has duly taken place on the date of mailing indicated above and no copy 
of the international application is required to be furnished by the applicant to the designated Office(s). 

2. The following designated Offices have waived the requirement for such a communication at this time: 

CA 

The communication will be made to those Offices only upon their request. Furthermore, those Offices do not require the 
applicant to furnish a copy of the international application (Rule 49.1 (a-bis)). 

3. Enclosed with this Notice is a copy of the international application as published by the international Bureau on 
28 October 1999 (28.10.99) under No. WO 99/53906 

REMINDER REGARDING CHAPTER II (Article 31(2)(a) and Rule 54.2) 

If the applicant wishes to postpone entry into the national phase until 30 months (or later in some Offices) from the priority 
date, a demand for international preliminary examination must be filed with the competent International Preliminary 
Examining Authority before the expiration of 19 months from the priority date. 

It is the applicant's sole responsibility to monitor the 19-month time limit. 

Note that only an applicant who is a national or resident of a PCT Contracting State which is bound by Chapter II has the 
right to file a demand for international preliminary examination. 

REMINDER REGARDING ENTRY INTO THE NATIONAL PHASE (Article 22 or 39(1)) 

If the applicant wishes to proceed with the international application in the national phase, he must, within 20 months 
or 30 months, or later in some Offices, perform the acts referred to therein before each designated or elected Office. 

For further important information on the time limits and acts to be performed for entering the national phase, see the 
Annex to Form PCT/IB/301 (Notification of Receipt of Record Copy) and Volume II of the PCT Applicant's Guide. 



The International Bureau of W1PO 
34, chemin des Colombettes 
121 1 Geneva 20, Switzerland 



Facsimile No. (41-22) 740.14.35 



Authorized officer 

J. Zahra 

Telephone No. (41-22) 338.83.38 



Form PCT/IB/308 (July 1996) 



2910170 



PATENT COOPERATION TREA 



PCT 



INFORMATION CONCERNING ELECTED 
OFFICES NOTIFIED OF THEIR ELECTION 

(PCT Rule 61.3) 



Date of mailing (day/month/year) 

08 December 1999 (08.12.99) 



From the INTERNATIONAL BURK^Q%^^ I 



To: 




KUZUWA, Kiyoshi 

Kuzuwa & Partner 

Sogo Kojimachi Dai-ichi Building 

2, Kojimachi 3-chome, Chiyoda-ku 

Tokyo 102-0083 

JAPON 



Applicants or agent's file reference 
FP-330/PCT 


IMPORTANT INFORMATION 


International application No. 
PCT/JP99/01868 


International filing date (day/month/year) 
08 April 1999 (08.04.99) 


Priority date (day/month/year) 

17 April 1998(17.04.98) 


Applicant 

HISAMITSU PHARMACEUTICAL CO., INC. et al 



1. The applicant is hereby informed that the International Bureau has, according to Article 31(7), notified each of the following 
Offices of its election: 

EP lAT^^CH^D^D^ESJI^R.GB.GR^E^T^LU.MaNUPT^E 

National :AU,CA,CN,KR,US 

2. The following Offices have waived the requirement for the notification of their election; the notification will be sent to them 
by the International Bureau only upon their request: 

None 

3. The applicant is reminded that he must enter the "national phase" before the expiration of 30 months from the priority date 
before each of the Offices listed above. This must be done by paying the national fee(s) and furnishing , if prescribed, a 
translation of the international application (Article 39(1 )(a)), as well as, where applicable, by furnishing a translation of any 
annexes of the international preliminary examination report (Article 36(3)(b) and Rule 74.1). 

Some offices have fixed time limits expiring later than the above-mentioned time limit For detailed information about the 
applicable time limits and the acts to be performed upon entry into the national phase before a particular Office, see Volume n 
of the PCT Applicant's Guide. 

The entry into the European regional phase is postponed until 31 months from the priority date for all States designated for 
the purposes of obtaining a European patent. 



The International Bureau of W1PO 
34, chemin des Colombettes 
1211 Geneva 20, Switzerland 



Facsimile No. (41-22) 740.14.35 



Authorized officer: 

Diana Nissen 

Telephone No. (41-22) 338.83.38 



Form PCT/IB/332 (September 1997) 



2999529 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP99/01868 



A. CLASSIFICATION OF SUBJECT MATTER ,,,,,/,,_ ■> -i / 1 a ti/i<;«; 31/415 
Int.Cl* A61K9/70, A61K45/08, A61K31/135, 31/14, 31/165, 31/215, 31/415, 

31/445, 31/55 

According to International Patent Classification (IPC) or to both natio nal classif.cat.on and IPC _ 

B. FIELDS SEARCHED 



31/415, 



Minimum documentation searched (classification system followec 1 by classification symbols) 

Int. CI 6 A61K9/70, A61K45/08, A61K31/135, 31/14, 31/165, 31/215, 

31/445, 31/55 ^ 

Documentation searched other than minim um documentation to the extent that such documents are included in the fields searched 



Electronic data base 



ase consulted during the international search (name of data base and, where practicable, search terms used) 



C DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



X 
Y 



X 
Y 



X 
Y 



Citation of document, with indication, where appropriate, of the relevant passages 



JP, 10-45570, A (Hisamitsu Pharmaceutical Co., 
Inc . ) , 

17 February, 1998 (17. 02. 98), -^^^ al 
Full text & WO, 97/42952, Al & EP , 842662, Al 

JP, 10-1432, A (Sekisui Chemical Co., Ltd.), 
6 January, 1998 (06. 01. 98), 
Full text (Family: none) 

jp, 8-157365, A (Hisamitsu Pharmaceutical Co., 
Inc . ) , 

18 June, 1996 (18. 06. 96) , 
Full text & WO, 96/16642, Al 

& EP, 788792, Al & US, 5866157, A 

jp, 3-261722, A (Sekisui Chemical Co., Ltd.),. 
2l'November, 1991 (21. 11. 91), 
Full text (Family: none) 



Relevant to claim No. 



1, 3-6 
2 



1-4 



1, 3-6 
2 



1, 3, 4 

2 



Further documents are listed in the continuation of Box C Q See patent family annex. 



"L" 



Special categories of cited documents: 

document defining the general state of the art which is not 

considered to be of particular relevance 

earlier document but published on or after the international filing date 
document which may throw doubts on priority claim(s) or which is 
cited to establish the publication dale of another citation or other 
special reason (as specified) 

document referring to an oral disclosure, use, exhibition or other 
means 

document published prior to the international filing date but later than 
the priority date claimed 



*T later document published after the international filing date or priority 

date and not in conflict with the application but cited to understand 

the principle or theory underlying the invention 
"X" document of particular relevance; the claimed invention cannot be 

considered novel or cannot be considered to involve an inventive step 

when the document is taken alone 
"Y" document of particular relevance; the claimed invention cannot be 

considered to involve an inventive step when the document is 

combined with one or more other such documents, such combination 

being obvious to a person skilled in the art 

document member of the same patent family 



1 Date of the actual completion of the international search 
23 June, 1999 (23. 06. 99) 


Date of mailing of the international search report 1 
6 July, 1999 (06. 07. 99) 


1 Name and mailing address of the ISA/ 

1 Japanese Patent Office 


Authorized officer 1 


1 Facsimile No. 


Telephone No. 1 



Form PCT/lSA/210 (second sheet) (July 1992) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP99/01868 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



JP, 63-79820, A (Nitto Electric Industrial Co, 
Ltd. ) , 

9 April, 1988 (09. 04. 88), 

Page 3, upper left column, upper right column 
(Family: none) 



Form PCT/ISA/210 (continuation of second sheet) (July 1992) 



^ PCT/JP99/01868 

Pm TENT COOPERATION TREA. ! 



From the INTERNATIONAL BUREAU 



PCT 

NOTIFICATION OF ELECTION 

(PCT Rule 61 .2) 


To: 

Assistant Commissioner for Patents 
United States Patent and Trademark 

LiTTICc 

Box PCT 

Washington, D.C.20231 
ETATS-UNIS D AMERIQUt 

in its capacity as elected Office 


Date of mailing (day/month/year) 

08 December 1999 (08.12.99) 


International application No. 
PCT/JP99/01868 


Applicant's or agent's file reference 
FP-330/PCT 


International filing date (day/month/year) 
08 April 1999 (08.04.99) 


Priority date {day/month/yea r) 
17 April 1998(17.04.98) 


Applicant 

KURITA, Hisakazu et al , . 



1. The designated Office is hereby notified of its election made: 

[x"| in the demand filed with the International Preliminary Examining Authority on: 

17 November 1999 (17.11.99) 



| [ in a notice effecting later election filed with the International Bureau on: 



The election | X| was 

| | was not 

made before the expiration of 19 months from the priority date or, where Rule 32 applies, within the time limit under 
Rule 32.2(b). 





Authorized officer 


The International Bureau of WIPO 


Diana Nissen 


34, chemin des Colombettes 


1211 Geneva 20. Switzerland 




Facsimile No.: (41-22) 740.14.35 


Telephone No.: (41-22) 338.83.38 


Form PCT/IB/331 (July 1992) 


2999530 



— - Copy for the Elected Office (EO/US) ^ PCT/JP99/01 868 

h/n TENT COOPERATION TRE, . / 



From the INTERNATIONAL BUREAU 



PCT 

NOTIFICATION OF THE RECORDING 
OF A CHANGE 

(PCT Rule 92bis.1 and 
Administrative Instructions, Section 422) 


To: 

KUZUWA, Kiyoshi 
Kuzuwa & Partners 
AOI Building 
19, Honshio-cho 
Shinjuku-ku 
Tokyo 160-0003 
JAPON 


Date of mailing (day/month/year) 

27 September 2000 (27.09.00) 


Applicant's or agent's file reference 
FP-330/PCT 


IMPORTANT NOTIFICATION 


International application No. 
PCT/JP99/01868 


International filing date (day/month/year) 
08 April 1999 (08.04.99) 



1. The following indications appeared on record concerning: 
| | the applicant | | the inventor 


X the agent | | the common representative 


Name and Address 

1) KUZUWA, Kiyoshi 2) KAWAKAMI, Norio 

Kuzuwa & Partner 

Sogo Kojimachi Dai-ichi Building 

2, Kojimachi 3-chome, Chiyoda-ku 

Tokyo 102-0083 

Japan 


State of Nationality 


State of Residence 


Telephone No. 
03 3265 9649 


Facsimile No. 
03 3265 9641 


Teleprinter No. 


2. The International Bureau hereby notifies the applicant that the following change has been recorded concerning: 
| | the person | | the name X the address | | the nationality | | the residence 


Name and Address 

1) KUZUWA, Kiyoshi 2) KAWAKAMI, Norio 

Kuzuwa & Partners 

AOI Building 

19, Honshio-cho 

Shinjuku-ku 

Tokyo 160-0003 

Japan 


State of Nationality 


State of Residence 


Telephone No. 


Facsimile No. 


Teleprinter No. 


3. Further observations, if necessary: 


4. A copy of this notification has been sent to: 
| X| the receiving Office | | the designated Offices concerned 
| | the International Searching Authority [^] the elected Offices concerned 
| | the International Preliminary Examining Authority | | other: 





Authorized officer 


The International Bureau of WIPO 




34, chemin des Colombettes 


Shinji IGARASHI 


121 1 Geneva 20, Switzerland 


Facsimile No.: (41-22) 740.14.35 


Telephone No.: (41-22) 338.83.38 



Form PCT/IB/306 (March 1994) 003547900 




PATENT COOPERATION TREATY 

PCT 

INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



(PCT Article 36 and Rule 70) 



Applicant's or agent's file reference 
FP-330/PCT 


itz-vd niDTum .™ in „ SeeNotificationofTransmittaloflntemational Preliminary 
FOR FURTHER ACTION Examination Report (Form PC T/IPEA/416) 


International application No. 

PCT/JP99/01868 


International filing date (day/month/year) 
08 April 1999 (08.04.99) 


Priority date (day/month/year) 

17 April 1998(17.04.98) 



International Patent Classification (IPC) or national classification and IPC 

A61K 9/70, 45/08, 31/135, 31/14, 3 1/165, 31/215, 31/4178, 31/4453, 31/55 



Applicant 



HISAMITSU PHARMACEUTICAL CO., INC. 



1. This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 



2. This REPORT consists of a total of 



, sheets, including this cover sheet. 



| | This re P ort ^ also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have been 
— amended and are the basis for this report and/or sheets containing rectifications made before this Authority (see Rule 
70.16 and Section 607 of the Administrative Instructions under the PCT). 



These annexes consist of a total of 



sheets. 



This report contains indications relating to the following items: 
Basis of the report 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability 
citations and explanations supporting such statement ; ' 

Certain documents cited 

Certain defects in the international application 

Certain observations on the international application 



I 


I2SI 


II 


□ 


III 


□ 


IV 


□ 


V 


El 


VI 


□ 


VII 


□ 


VIII 


□ 



Date of submission of the demand 

1 7 November 1 999 ( 1 7. 1 1 .99) 


Date of completion of this report 

17 July 2000(17.07.2000) 


Name and mailing address of the IPEA/JP 
Facsimile No. 


Authorized officer 
Telephone No. 



Form PCT/IPEA/409 (cover sheet) (July 1998) 



INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



International application No. 

PCT/JP99/01868 



I. Basis of the report 



1. With regard to the elements of the international application:* 
^[ the international application as originally filed 
| | the description: 

p a g es , as originally filed 



pages 



, filed with the demand 



pages , filed with the letter of 

| | the claims: 

pages ' 35 °"S maI1 y file< * 

pages , as amended (together with any statement under Article 19 
pages y fited with the demand 
pages , filed with the letter of , 

| | the drawings: 

pages > ^ originally filed 

pag es , filed with the demand 

pages , filed with the letter of 

| | the sequence listing part of the description: 

pages , as originally filed 

pages ___ , fil ed w > m tne demand 

pages filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

| | the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 
| | the language of publication of the international application (under Rule 48.3(b)). 

| | the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 

With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

I | contained in the international application in written form. 

I | filed together with the international application in computer readable form. 

1 | furnished subsequently to this Authority in written form. 

| | furnished subsequently to this Authority in computer readable form. 

| | The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 

international application as filed has been furnished. 
| | The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 

| | The amendments have resulted in the cancellation of: 

I | the description, pages 

1 1 the claims, Nos. . 



I I the drawings, sheets/fig . 



I — I This report has been established as if (some of) the amendments had not been made, since they have been considered to go 
I — I beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rule 70.16 
and 70 J 7). 

** Any replacement pheet containing such amendments must be referred to under item I and annexed to this report. 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



International application No. 

PCT/JP99/01868 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 



citations and explanations supporting such statement 

1 . Statement 

Novelty (N) Claims 1,3-6 YES 

Claims NO 

Inventive step (IS) Claims YES 

Claims 1-6 NO 

Industrial applicability (IA) Claims 1-6 YES 

Claims NO 



2. Citations and explanations 

The following documents were cited in the international search report. 

Document 1: JP, 10-45570, A 
Document 2: JP, 10-1432, A 
Document 3: JP, 8-157365, A 
Document 4: JP, 3-261722, A 
Document 5: JP, 63-79820, A 

Document 2 states that a higher fatty acid is present in crystalline granules in the layers of an adhesive 
preparation (Par. No. 0008), and document 4 states that an organic acid salt is mixed in as a powder 
(Examples). Moreover, although documents 1 and 3 do not have a specific description of the presence of 
an organic acid as a powder, because the solubility of organic compounds in the polymer is not high, this 
examination finds that if a drying process and the like is performed on a support during the 
manufacturing process of an adhesive material, crystallization and precipitation will occur to a certain 
extent. 

Documents 1-4 do not contain a description of particle size, but in consideration of the fact that the 
thickness of the medicinal layer in documents 1-4 is 100 |im or less, it is estimated that the diameter of 
the particles of organic acid salt that are present in the medicinal layer in documents 1-4 is 100 nm or 
less. Therefore, there is a logical reason to believe that the adhesive preparations described in the Claims 
of this application are the same as the adhesive preparations described in documents 1-4. More 
specifically, it is supposed that the inventions described in Claims 1 and 3-6 are the same as the 
inventions described in documents 1-4. 

Moreover, document 2 contains a statement that higher fatty acid soluble ingredients provide the 
advantage mainly of increasing the percutaneous absorption of the medication (Par. No. 0043), and 
document 5 contains a statement that citric acid has the effect of promoting percutaneous absorption of 
isoproterenol hydrochloride (page 3, upper left column, upper right column). This examination finds that 
when an organic acid salt is present as a powder, persons skilled in the art can predict that if the particle 
size is decreased the surface area will be increased, solubility will be increased, and as a result this will 
promote the aforementioned advantage. Therefore, creating the invention in Claim 2 as one in which the 
particle size of the organic acid salt described in document 2 is even smaller for the purpose of obtaining 
this advantage is a matter that is obvious to persons skilled in the art. 
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4 30 Rec'd PCT/PfQ 1 3 OCT 20111 



IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

In re International Application of KURITA, Hisakazu et al . 
International Serial No.: PCT/ JP99/01868 

International Filing date: April 8, 1999 

For: Adhesive preparations 

VERIFICATION OF TRANSLATION 



Honorable Commissioner of Patents and Trademarks 
Washington D.C. 20231 

Sirs : 

KUZUWA, Kiyoshi residing at AOI-Bldg., Honshio-cho 19, 
Shinjuku-ku, Tokyo, Japan, declares: 

(1) that he knows well both the Japanese and English 
languages; 

(2 ) that he translated the above-identified 
International Application from Japanese to English; 

(3) that the attached English translation is a true 
and correct translation of the above - iden t i f i ed 
International Application to the best of his knowledge and 
belief; and 

(4) that all statements made of his own knowledge 
are true and that all statements made on information and 
belief are believed to be true, and further that these 
statements are made with the knowledge that willful false 
statements and the like are punishable by fine or 
imprisonment, or both, under 18 USC 1001, and that such 
false statements may jeopardize the validity of the 
application or any patent issuing thereon. 



4%, Ze<?o /£./&*<A-_ 

D ^te KUZUWA, Kiyoshi 



PCT 


International Application No. 


REQUEST 




The undersigned requests that the present 

international application be processed 
according to the Patent Cooperation Treaty. 


Name of receiving Office and "PCT International Application" 


Applicant's or agent's file reference «p_ 330/ PCT 1 
(if desired) (12 characters maximum) 


IfioxNo.I title of invention _ n7vmTAMO 

ADHESIVE PREPARATIONS 


| Box No. II APPLICANT 



BoxT^a^^-sStctr(Le. country) of residence if no State of residence is tndtcated below.) 
HISAMITSU PHARMACEUTICAL CO., INC. 

408, Tashirodaikanmachi, Tosu-shi, 
Saga 841-0017 JAPAN 



j | This person is also inventor. 



Telephone No. 






03- 


5434- 


1706 


Facsimile No. 






03- 


5434- 


1708 " I 



Teleprinter No. 



I State (le. country) of nationality: 


State (le. country) of re; 


sidence: 

JP 


Thisperson is applicant R^^KSMa □ SffiSW □ 
I for the numoses of: i I aiaics \£—±J v — - — — — 1 


Box No. HI FURTHER APPLICANT(S) AND/OR (FURTHER) INVENTOR(S) 





Name and 



address* (Family name followed by given name; for a legal entity, full official teWf*f£ K 
^tinilude poltal coA and name of country . ^f^msi^tl^^^^ 



^tf%££7& ^^s^^U^belaw) 



KURITA, Hisakazu 

c/o HISAMITSU PHARMACEUTICAL CO., INC., 
25-11, Kannondai 1-chome, Tsukuba-shi, 
Ibaraki 305-0856 JAPAN 



This person is: 

| | applicant only 

applicant and inventor 



□ inventor only (ff this check-box 
is marked, do not Jill in below.) 

State (le. country) of residence: 



State (Le. country) of nationality: jp 



JP 



This person is applicant 
for the purposes of: 



□ all designated | I all designated States except 
States 1 I the United States of America 



fsTl the United States | I the States indicated in 
y\i of America only I I the Supplemental Box 



Further applicants and/or (further) inventors are indicated on a continuation sheet. 



Box 



No. IV AGENT OR COMMON REPRESENTATIVE; OR ADDRESS FOR CORRESPONDENCE 



The person identified below is hereby/has been appointed to act on behalf 
of the applicants) before the competent International Authorities as: 



agent | | common representative 



Name and address: (j™^^ 

KUZUWA, Kiyoshi (10284), patent attorney 
KAWAKAMI, Norio (9884), patent attorney 
Patent Attorneys, KUZUWA & PARTNER, 
Sogo Kojimachi Dai-ichi Bldg., 2, Kojimachi 
3-chome, Chiyoda-ku, Tokyo 102-0083 JAPAN 



Telephone No. 

03-3265-9649 



Facsimile No. 
03-3265-9641 



Teleprinter No. 



(—1 Mark this check-box where no a gent or common representative is/has been appointed and the space above is used instead to 
I | indicate a special address to which correspondence should be sent. _ 



Form PCT/RO/101 (first sheet) (January 1997) 



See Notes to the request form 



Sheet No. 



Continuation of Box No. Ill FURTHER APPLICANTS AND/OR (FURTHER) INVENTORS 



ifnoneofthefoUowingsub-boxesisused, this sheet is not to be Included in the request 




tlOTL 

this 



TATEISHI , Tetsuro 

c/o HISAMITSU PHARMACEUTICAL CO., INC., 
25-11, Kannondai 1-chome, Tsukuba-shi, 
Ibaraki 305-0856 JAPAN 



This person is: 

| | applicant only 

applicant and inventor 



I I inventor only (If this check-box 
' 1 is marked, do not fill in below.) 



State (i.e. country) of nationality: 



JP 



State (i.e. country) of residence: 



JP 



This person is applicant r-j Q MgR^jKSk ^ STii&W □ *e SSSSSSST^ 
for the purposes of: 1 — I a^cs ' — ■ 



Box islte applicant's State (Le. country) of residence if no State of residence ts indicated below.) 

CHONO, Hideharu 

c/o HISAMITSU PHARMACEUTICAL CO., INC., 
25-11, Kannondai 1-chome, Tsukuba-shi, 
Ibaraki 305-0856 JAPAN 



This person is: 

| | applicant only 

j^X^| applicant and inventor 

I I inventor only (If this check-box 
[ 1 is marked do not fill in below.) 



State (Le. country) of nationality: 



JP 



State (i.e. country) of residence: 



JP 



This person is applicant 
I for the purposes of: 



□ all designated I 1 all designated States except 
S^tcs 6 I | the United States of America 



the United States ( 1 the States indicated in 

of America only | | the Supplemental Box 



i Name and address* (Family name followed by given name; for a legal entity, full offictddesimftion. 
maa&m^t^lud^tal code and namk of country. The country of 'the f 
Box^^a^pUcant's State(Le. country) of residence if no State of residence is indicated below.) 

HIGO, Naruhito 

c/o HISAMITSU PHARMACEUTICAL CO., INC., 
25-11, Kannondai 1-chome, Tsukuba-shi, 
Ibaraki 305-0856 JAPAN 



This person is: ■ * 

| | applicant only 

applicant and inventor 

□ inventor only (If this check-box 
is marked do not fill in below.) 



State (Le. country) of nationality: 



JP 



State (tc. country) of residence: 



JP 



This person is applicant 
for the purposes of: 



□ all designated I 1 all designated States except 
States I I the United States of America 



of America only 



□ 



the Supplemental Box 




; applicant 



This person is: 

| | applicant only 

| [ applicant and inventor 

I I inventor only (If this check-box 
' 1 is marked do not fill in below.) 



State (Le. country) of nationality: 



I State (i.e. country) of residence: 



agg^gfl!^ □ay* D«a» n&aszs? pas sags: 

| | Further applicants and/or (further) inventors are indicated on another continuation sheet. 
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See Notes to the request form 



Sheet No. 



Box No.V DESIGNATION OF STATES 



The following designations are hereby made under Rule 4.9(a) (mark the applicable check-boxes; at least one must be marked): 
Regional Patent 

□ AP ARIPO Patent: KE Kenya, LS Lesotho, MW Malawi, SDSudan, SZ Swaziland, UG Uganda, and any other State which 



□ 
E) 



EA 



AL Albania 

AM Armenia 

AT Austria 

Australia 

Azerbaijan 

Bosnia and Herzegovina 
Barbados 

Bulgaria 

Brazil 

Belarus 
Canada 

CH and LI Switzerland and Liechtenstein 

CN China 

Cuba 

Czech Republic 

Germany 

Denmark 

Estonia 

Spain 

Finland 

United Kingdom 

Georgia 

Hungary 

Israel 

Iceland 

Japan 

Kenya 

Kyrgyzstan 



AU 
AZ 
BA 
BB 
BG 
BR 
BY 
CA 



CU 

CZ 

DE 

DK 

EE 

ES 

FI 

GB 

GE 

HU 

IL 

IS 

JP 

KE 

KG 



f"~| LU Luxembourg 

□ LV Latvia 

□ MD Republic of Moldova 

□ MG Madagascar 

□ MK The former Yugoslav Republic of Macedonia 



is a Contracting State of the Harare Protocol and of the PCT 

Eurasian Patent- AM Armenia, AZ Azerbaijan, BY Belarus, KG Kyrgyzstan, KZ Kazakstan, MD Republic of 
MoMo™ m S^^c^iTJ Tajikistan, TM Turkmenistan, and any other State which is a Contracting State 
of the Eurasian Patent Convention and of the PCT 
FP Eurooean Patent- AT Austria, BE Belgium, CH and LI Switzerland and Liechtenstein, DE Germany, DK Denmark, 

NL Netherlands, PT Portugal, SE Sweden, and any other State which is a Contracting State of the European Patent 
Convention and of the PCT 

n OA O API Patent- BF Burkina Faso, BJ Benin, CF Central African Republic, CG Congo, CI C6te d'lvoire CM Cameroon, 
D dA Gabon GN Guinea. ML Mali, MR Mauritania, NE Niger, SN Senegal, TD Chad, TG Togo, and any other State 

which is a member State of OAPI and a Contracting State of the PCT (if other kind of protection or treatment desired, specify 

on dotted line) 

National Patent (if other kind of protection or treatment desired, specify on dotted line): 
□ 
□ 
□ 

□ 
□ 
□ 
□ 
□ 
□ 

El 
□ 

□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 



NZ 

PL 

PT 

RO 

RU 

SD 

SE 

SG 

SI 

SK 

TJ 



KP Democratic People's Republic of Korea 



g| KR Republic of Korea 

□ KZ Kazakstan 

Q LC Saint Lucia 

Q LK Sri Lanka 

(~| LR Liberia 

Q LS Lesotho 

fj LT Lithuania 



□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
□ 
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□ 
□ 

Check-boxes reserved for designating States (for the purposes of 
a national patent) which have become party to the PCT after 
issuance of this sheet: 

□ 

□ 

□ 

□ 



MN Mongolia 

MW Malawi 

MX Mexico 

NO Norway 

New Zealand 

Poland 

Portugal 

Romania 

Russian Federation 

Sudan 
Sweden 
Singapore 

Slovenia 

Slovakia 

Tajikistan 

TM Turkmenistan 

TR Turkey 

Trinidad and Tobago 

Ukraine 

Uganda 

United States of America . 



TT 

UA 
UG 
US 



uz 

VN 



Uzbekistan 
Viet Nam . 



In addition to the designations made above, the applicant also makes under Rule 4.9(b) all designations which would be permitt ed 

^J^SZti^S^SSS^i d esignations are subject to confirmation and tha, any designation which is not contuTn ed 
EforeTh. Sln oS months from the priority date is to be'regarded as withdrawn by the appLcant at the 

limit. (Confirmation of a designation consists of the filing of a notice specifying that designation and the payment of the designation and confirmation 
fees. Confirmation must reach the receiving Office within the 15-month time limit.) 
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Box No. VI PRIORITY CLAIM 



Further priority claims are indicated in the Supplemental Box | | 



The priority of the following earlier application(s) is hereby claimed 



Country 
(in which, or for which, the 
application was filed) 



item (I) 



Japan 



item (2) 



item (3) 



Filing Date 
(day/month/year) 



17. 04. 98 



Application No. 



Patent Appln. 
Hei. 1 0-1 22758 



Office of filing 
(only for regional or 
international application) 



I Mark the following check-box if the certified copy of the earlier application is to be issued by the Office which for the purposes of the present international 
| application is the receiving Office (a fee may be required): 

I The receiving Office is hereby requested to prepare and transmit to the International , 1 . 

I Bureau a certified copy of the earlier apphcation(s) identified above as item(s) . * ' — 




Box No. Vin CHECK LIST 



This international application contains 
the following number of sheets: 



1. request 

2. description 

3. claims 

4. abstract 

5. drawings 

Total 



4 sheets 

1 7 sheets 
-| sheets 
1 sheets 
^ sheets 

2 6 sheets 



5. 



fee calculation sheet 
separate indications concerning 



This international application is accompanied by the item(s) marked below: 
separate signed 
power of attorney 

. I — | copy of general 
z * | J power of attorney 

3 | — | statement explaining 
I 1 lack of signature 

I — I priority document/s) 

4 - | I identified in Box No. VI 

as item(s): 



& I — I separate indications con 
°* I J deposited microorganisms 



nucleotide and/or amino acid 
sequence listing (diskette) 



other (specify) :Request for 
transmittal of 
■ ■ffijiorlty- UbcuttienL" 



Figure No. 



of the drawings (if any) should accompany the abstract when it is publ 



Box No. EX SIGNATURE OF APPLICANT OR AGENT 

\ Next to each signature, indicate the name of the person signing and the capacity in vhich the person signs (if such capacity is not obvious from reading the request). 



KUZUWA, Kiyoshi (seal) KAWAKAMI, Norio (seal) 



1. 


Date of actual receipt of the purported 
international application: 




2. Drawings: 
| | received: 

\_ ] not received: 


3. 


Corrected date of actual receipt due to later but 
timely received papers or drawings completing 
the purported international application: 




4. 


Date of timely receipt of the required 
corrections under PCT Article 1 1(2): 




5. 


International Searching Authority # 
specified by the applicant: ' J F 


1 6. I — | Transmittal of search copy delayed 
J 1 1 until search fee is paid 





Date of receipt of the record copy 
by the International Bureau: 



For International Bureau use only 



See Notes to the request form 
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BP 



PCT 
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[PCT 18ft, PCTmi"J43. 44) 



WS^ie-^- FP-330PCT 


^fo¥M§i:o^tll HBBH3E*«roj3H+ia»«a:(PCT/f I s a/2 2 0) 


PCT/ J P 9 9/0 1 8 6 8 
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

In re International Application of KURITA, Hisakazu et al . 
International Serial No.: PCT/ JP99/01868 

International Filing date: April 8, 1999 

For: Adhesive preparations 

VERIFICATION OF TRANSLATION 

Honorable Commissioner of Patents and Trademarks 
Washington D.C. 2 0231 

Sirs : 

KUZUWA, Kiyoshi residing at AOI-Bldg., Honshio-cho 19, 
Shinjuku-ku, Tokyo, Japan, declares: 

(1) that he knows well both the Japanese and English 
languages ; 

(2) that he translated Reply in respect of the 
above-identified International Application from Japanese to 
English; 

(3) that the attached English translation is a true 
and correct translation of Re ply in respect of the a bove- 
identified International Application to the best of his 
knowledge and belief; and 

(4) that all statements made of his own knowledge 
are true and that all statements made on information and 
belief are believed to be true, and further that these 
statements are made with the knowledge that willful false 
statements and the like are punishable by fine or 
imprisonment, or both, under 18 USC 1001, and that such 
false statements may jeopardize the validity of the 
application or any patent issuing thereon. 



Date KUZUWA, Kiyoshi 
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REPLY 

Dated March 28, 2000 

To: Commissioner of the Patent Office 

1. Identification of the International Application 
PCT/JP99/ 01868 (FP-330/PCT) 

2 . Applicant: 

Name: HISAMITSU PHARMACEUTICAL CO., INC. 

Address: 408, Tashirodaikanmachi, Tosu-shi, 
Saga 841-0017 JAPAN 

Country of nationality: Japan 
Country of residence: Japan 

3 . Agent 

Name: KUZUWA, Kiyoshi, 10284, patent attorney 

Address: Patent Attorneys, KUZUWA & PARTNER, Sogo 

Kojimachi Dai-ichi Bldg., 2, Kojimachi 3-chome, 
Chiyoda-ku, Tokyo 102-0083 JAPAN 

4. Date of Invitation: 15. 02. 00 (Dispatched Date) 

5. Subject Matter of Reply: 

Examiner has the opinion that the present invention 
lacks the novelty and inventiveness. Because the applicant 
can not agree with this opinion, the applicant replies as 
follows . 

In References 1-4 any reference is not made concerning 
each condition that the organic acid salts are powders and 
the particle size of said powders is 100 |im or less. The 
applicant considers that only from the description that the 
thickness of the drug layers in each Reference is 100 ^m or 
less, the probability that those described in the Reference 
fulfill these conditions is not valid. 

Needless to say, there is no description and no 



suggestion on the fact that owing to the particle size which 
is 100 |im or less, the solubility into the skin and the 
distribution ratio into the skin were enhanced, resulting to 
the exceptional improvement of the skin permeability. 

Further, as to Reference 5, it is only suggested that 
the percutaneous absorbance promoting action is increased 
simply by the conversion of isoproterenol hydrochloride to 
the citric acid salt form. Therefore, the applicant 
considers that any suggestion is not made concerning the 
effect of the present application resulting from making the 
organic acid salts having the specific particle size be 
contained in the adhesive preparations which contain the 
basic drugs in their salt forms, . 

As above, not withstanding the description of References 
1-5 the applicant is confident that the invention contains 
the novelty and inventiveness. 
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

In re International Application of KURITA, Hisakazu et al . 
international Serial No.: PCT/ JP99/01868 

International Filing date: April 8, 1999 

For: Adhesive preparations 

VERIFICATION OF TRANSLATION 

Honorable Commissioner of Patents and Trademarks 
Washington D.C. 20231 

Sirs : 

KUZUWA, Kiyoshi residing at AOI-Bldg., Honshio-cho 19, 
Shin j uku-ku , Tokyo , Japan , declares : 

(1) that he knows well both the Japanese and English 
languages ; 

(2) that he translated PCT Written Opinion 
(PCT/IPEA/408) in respect of the above- identified 
International Application from Japanese to English; 

(3) that the attached English translation is a true 

and correct translation of PCT Written Opinion 

(PCT/IPEA/408) in respect of the above- identified 
International Application to the best of his knowledge and 
belief; and 

(4) that all statements made of his own knowledge 
are true and that all statements made on information and 
belief are believed to be true, and further that these 
statements are made with the knowledge that willful false 
statements and the like are punishable by fine or 
imprisonment, or both, under 18 USC 1001, and that such 
false statements may jeopardize the validity of the 
application or any patent issuing thereon. 



Date KUZUWA, Kiyoshi 



NT COOPERATION TREA 



From the 

INTERNATIONAL PRELIMINARY EXAMINING AUTHORITY 



To: Agent 

Mr. KUZUWA, Kiyoshi 

Address : 

KUZUWA & PARTNER 
Sogo Kojimachi Dai-Ichi Bldg 
2 , Ko j imachi 3 - chome , 
Chiyoda-ku, TOKYO 102 



PCT 

WRITTEN OPINION 
(PCT Rule 66) 





Date of mailing n 
(dayimonthlyear) 15. 02. 00 


Applicant's or agent's file reference 
FP--330/PCT 


REPLY DUE ^thjn 2 months/a^ 
from the above date of mailing 


International application No. 
PCT/J-P99/01 868 


International filing date (dayimonthlyear) 
08. 04. 99 


Priority date (dayimonthlyear) 
17. 04. 98 


International Patent Classification (IFCS or both national classification _and IPC 

Int. CI 7 A61K9/70, A61K45/08, A61K31/135, 31/14, 

31/165, 31/215, 31/4178, 31/4453, 31/55 


Applicant 

HISAMITSU PHARMACEUTICAL CO • , INC. 



1. TTiis written opinion is the first (first, etc.) drawn by this International Preliminary Examining Authority. 

2. This opinion contains indications relating to the following items: 

I tyQ Basis of the opinion 

II Q Priority 

III Non - cstab,ishmcnt of °P mion wilh re £ ard to novelt y« in ventive ste P and ^ dustrial applicability 

IV j | Lack of unity of invention 

V m Reasoned statement under Rule 66.2(aXii) with regard to novelty, inventive step or industrial applicability; 
L2J citations and explanations supporting such statement 

VI | | Certain documents dted 

VII | j Certain defects in the international application 
Vin j | Certain observations on the international application 

3. The applicant is hereby Invited to reply to this opinion. 

When? Seethe time limit indicated above. The applicant may .before the expiration of that time limit, request this Authority 

to grant an extension, see Rule 66.2(d). 
How? By submitting a written reply, accompanied, where appropriate, by amendments, according to Rule 663. 

For the form and the language of the amendments, see Rules 66.8 and 66.9. 

Also For an additional opportunity to submit amendments, see Rule 66.4. „ . . 

For the examiner's obligation to consider amendments and/or arguments, see Rule 66Abis. 

For an informal communication with the examiner, see Rule 66.6.. 
Kno reply Is filed, the international preliminary examination report will be established on the basis of this opinion. 

4. The Onal date by which the international preliminary 17. 08. 00 

examination report must be established according to Rule 69.2 is: 



Name and mailing address of the IPEA/ JP 
Japanese Patent Office 
4-3, Kasumigaseki 3-chome, 

9fcixffc<&- ku ' TOKYO i0 ° 



Authorized officer 



TclcphoneNo. 03-3581-1101 



Form PCT/1 PEA/408 (cover sheet) (January 1994) 



WRITTEN OPINION 



InfMrational application No. 
PCT/JP99/01 868 



I. Basis of the opinion 



1. This opinion has been drawn on the basis of (Substitute sheets which have been furnished to the receiving Office in response to an 
invitation under Article 14 are referred to in this opinion as "originally filed".): 

J^"| the international application as originally Gled. 

| j the description, pages , as originally filed, 



pages 
pages 



, filed with the demand, 
, filed with the letter of , 



| j the claims, Nos. 



Nos. 
Nos. 
Nos. 



, as originally filed, 

, as amended under Article 19, 

f filed with the demand, 

, filed with the letter of 



| | the drawings, sheets/fig 
sheets/fig 
sheets/fig 



t as originally filed, 

, filed with the demand, 

, filed with the letter of t 



2. The amendments have resulted in the cancellation of: 

| | the description, pages 

| | the claims, Nos. . 



| | the drawings, sheets/fig 



3 f - 1 Urn opinion has been established as if (some of) the amendments had not been made, since they have been considered 
' — ' to go beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)). 



4. Additional observations, if necessary: 



Form PCT/lPEA/408 (Box I) (January 1994) 



WRITTEN OPINION 



In^^BTionat application No. 
PCT/JP99/01 868 



V. Reasoned statement under Rule 66<2{am with regard to novelty, Inventive step or Industrial applicability; 



2 


YES 


1 , 3-6 


NO 


YES 


1-6 


NO 


1-6 


YES 


NO 



1. Statement 

Novelty (N) 

Inventive step (IS) 



Claims 
Claims 

Claims 
Claims 



Industrial applicability (IA) Claims 

Claims 



2. Citations and explanations 



Reference 
Reference 
Reference 
Reference 
Reference 



The following References were shown in the international 
search report. 

JP, 10-45570, A 
JP, 10-1432, A 
JP, 8-157365, A 
JP, 3-261722, A 
JP, 63-79820, A 
Although there is no description on the particle size in 
References 1-4, by considering the description of "the solubility 
of an organic acid salt is extremely bad, remaining as powder 
in the preparation" in page 3 of the specification of the present 
application and the description of 100 |xm or less of the thickness 
of the drug layers in References 1-4, the diameter of , the organic 
acid salts can be estimated 100 |im or less, and it is obvious 
from Reference 4 that the organic acid salts are conventionally 
used in powders. Therefore, it is estimated that there is a 
reason to doubt that the adhesive preparations in the claims of 
the present application and the adhesive preparations according 
to References 1-4 are prima facie identical or similar. Thus, 
it is estimated that the invention of the claims 1-6 and the 
invention according to References 1-4 are identical or similar. 

Further, it is shown in page 3 of Reference 5 that the skin 
permeability promoting action is increased by converting 
isoprpterenol hydrochloride to the citric acid salt, and 
considering that organic acid salts are generally powders, those 
skilled in the art can predict that a smaller particle size 
increases a surface area, whereby the reactivity is increased 
and thus the above action is promoted. Therefore, those skilled 
in the art can conceive that the particle size of the organic 
acid salts described in References 1-4 is made smaller. 



Fonn PCI71 PEA/408 (Box V) (January 1994) 
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

In re International Application of KURITA, Hisakazu et al . 
International Serial No.: PCT/ JP99/01868 

International Filing date: April 8, 1999 

For: Adhesive preparations 

VERIFICATION OF TRANSLATION 

Honorable Commissioner of Patents and Trademarks 
Washington D.C. 2 0231 

Sirs : 

KUZUWA, Kiyoshi residing at AOI-Bldg., Honshio-cho 19, 
Shinjuku-ku, Tokyo, Japan, declares: 

(1) that he knows well both the Japanese and English 
languages ; 

(2) that he translated PCT International Preliminary 
Examination Report ( PCT/IPEA/409 ) in respect of the above- 
identified International Application from Japanese to 
English; 

(3) that the attached English translation is a true 
and correct translation of PCT International Preliminary 
Examination Report (PCT/IPEA/409) in respect of the above- 
identified International Application to the best of his 
knowledge and belief; and 

(4) that all statements made of his own knowledge 
are true and that all statements made on information and 
belief are believed to be true, and further that these 
statements are made with the knowledge that willful false 
statements and the like are punishable by fine or 
imprisonment, or both, under 18 USC 1001, and that such 
false statements may jeopardize the validity of the 
application or any patent issuing thereon. 

(^jd'AZ. Slow 

Date KUZUWA, Kiyoshi 



ENT COOPERATION TRE 



From the 

INTERNATIONAL PRELIMINARY EXAMINING AUTHORITY 



To: 

KUZUWA, Kiyoshi 
Kuzuwa & Partner 

Sogo Kojimachi Dai-ichi Building 

2, Kojimachi 3-chome, 

Chiyoda-ku 

Tokyo 102-0083 

Japan 


PCT 

NOTIFICATION OF TRANSMITTAL OF 
INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 

(PCT Rule 71.1) 


Date of Mailing 

v (day/tnonth/year) ^ => • 1) / - U U 


Applicant's or agent's file reference 
FP-330/PCT 


IMPORTANT NOTIFICATION 


International application No. 
PCT/JP99/01 868 


International filing date (day/tnonth/year) Priority Date (day /month/year) 

08. 04. 99 17. 04. 98 


Applicant 

HISAMITSU PHARMACEUTICAL CO., INC. 



1 . The applicant is hereby notified that this International Preliminary Examining Authority transmits herewith the 
international preliminary examination report and its annexes, if any, established on the international application. 

2. A copy of the report and its annexes, if any, is being transmitted to the International Bureau for communication 
to all the elected Offices. 

3. Where required by any of the elected Offices, the International Bureau will prepare an English translation of 
the report (but not of any annexes) and will transmit such translation to those Offices. 

4. REMINDER 

The applicant must enter the national phase before each elected Office by performing certain acts (filing 
translations and paying national fees) within 30 months from the priority date (or later in some Offices)(Article 
39(l))(see also the reminder sent by the International Bureau with Form PCT/IB/301). 

Where a translation of the international application must be furnished to an elected Office, that translation must 
contain a translation of any annexes to the international preliminary examination report. It is the applicant's 
responsibility to prepare and furnish such translation directly to each elected Office concerned. 

For further details on the applicable time limits and requirements of the elected Offices, see Volume II of the 
PCT Applicant's Guide. 



Name and mailinc address of the IPEA/ 

Japanese Patent Office (IPEA/JP) 
4-3, Kasumigaseki 3-chome, 

Facsimile No Chiyoda-ku, Tokyo 100-8915 



^n^^riasfdifffcel 
Director of Patent Office 

Telephone No. 



Form PCT/IPEA/416 (July 1992)* 



it 



PATENT COOPERATION TREAT 

PCT 

INTERNATIONAL PRELIMINARY EXAMINATION REPORT 

(PCT Article 36 and Rule 70) 



Applicant's or agent's file reference 

FP-330/PCT 
International application No. 

PCT/JP99/01 868 



SeeNolificationofTransmittaloflnternational Preliminary 
FOR FURTHER ACTION Exarninat ion Report (Form PCT/IPEA/4 1 6) 



International filing date (day/month/year) 
08. 04. 99 



Priority date (day/month/year) 
17, 04. 98 



International Patent Classification (IPC) or national classification and IPC 

Int. CI 7 A61K9/70, A61K45/08, A61K31/135, 31/14, 
31/165, 31/215, 31/4178, 31/4453, 31/55 



Applicant 



HISAMITSU PHARMACEUTICAL CO., INC. 



This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 



2. This REPORT consists of a total of 



sheets, including this cover sheet. 



- . o~;„h hv ANNFXFS i e sheets of the description, claims and/or drawings which have been 
70.16 and Section 607 of the Administrative In 
These annexes consist of a total of. 



sheets. 



3 . This report contains indications relating to the following items: 
Basis of the report 



I 


I2SI 


II 


□ 


III 


□ 


IV 


□ 


V 




VI 


□ 


VII 


□ 


VIII 


□ 



Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

Certain documents cited 

Certain defects in the international application 

Certain observations on the international application 



Date of submission of the demand 
17. 11. 99 


Date of completion of this report 
17. 07. 00 


Name and mailing address of the IPEA/JP 

Japanese Patent Office, 4-3 Kasumigascki 3-chome 

Chiyoda-ku, Tokyo 100-8915, Japan 
Facsimile No. 


Authorized officer 

Telephone No. (81-3)3581 1 101 



Form PCT/IIMLA/409 (cover sheet) (July 1998) 



IntWrati' 



INTERNATIONAL PRELIMINARY EXAMINATI ON REPORT 

1 1. Basis of the report 
1. With regard to the elements of the international application: 4 
the international application as originally filed 

| | the description: 

pages . 

pages 

pages 



InlMational application Mo. 
PCT/JP99/01868 



, as originally filed 
, filed with the demand 



. filed with the letter of 



□ 



the claims: 

pages 

pages 

pages 

pages 



, as originally filed 



, as amended (together with any statement under Article 19 

, filed with the demand 



.filed with the letter of 



| \ the drawings: 

pages 

pages 

pages 



, as originally filed 
, filed with the demand 



. filed with the letter of 



| | the sequence listing part of the description: 

pages 

pages 

pages 



, as originally filed 

_, filed with the demand 



filed with the letter of 



2 With regard to the language, a., the e.ements marked above were available or furnished to this Authority in the language in which 
' the international application was filed, unless otherwise indicated under this item. which is: 

These Elements were available or furnished to this Authority in the following language : wh.cn 

□ the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 
(~~| the language of publication of the international application (under Rule 48.3(b)). 

□ the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 

With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
' preliminary examination was carried out on the basis of the sequence l.sting: 
j | contained in the international application in written form. 
O filed together with the international application in computer readable form. 
j | furnished subsequently to this Authority in written form. 
(~| furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure ,n the 
international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence hsting has 
been furnished. 

I. 1Z3 The amendments have resulted in the cancellation of: 

[ | the description, pages , _ 

| | the claims, Nos. . 

| | the drawings, sheets/fig . 



1-1 This report has been established as if (some of) the amendments had not been made since they have been considered to go 
| 5. LJ beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)). 



report 
and 70.17) 



7ny replacement sheet containing such amendments must be re/erred to under item I and annexed to this report. 



Form PCT/IPE A/409 (Box I) (July 1998) 



ational application No. 

INTERNATIONAL P RELIMINARY EXAMINATION REPORT PCT/JP99/01868 
| V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 



citations and explanations supporting such statement 



1 . Statement 

Novelty (N) 

Inventive step (IS) 

Industrial applicability (1A) 



Claims 
Claims 

Claims 
Claims 

Claims 
Claims 



1 , 3-6 



1-6 



1-6 



YES 
NO 

YES 
NO 

YES 
NO 



I 2. Citations and explanations 

The following References were shown in the international search 
report . 

Reference 1: JP, 10-45570, A 
Reference 2: JP, 10-1432, A 
Reference 3: JP, 8-1573 65, A 
Reference 4: JP, 3-261722, A 
Reference 5: JP, 63-79820, A 

It is described that in Reference 2 the higher fatty acids exist 
as crystalline particles (paragraph [0008]) and in Reference 4 the 
organic acid salts are compounded as powders (Example) , and m 
References 1 and 3 there is no particular description that the organic 
acids are made exist as powders, though the solubility of the organic 
compounds in polymer is not high, therefore it can be considered that 
in a preparation step of an adhesive preparation some crystallization 
occurs if drying or so is carried out on a backing. 

Also there is no description on the particle size in References 
1-4, though considering 100 urn or less of the thickness of the drug 
layers in References 1-4, the diameter of the organic acid salts 
present in the drug layers can be estimated 100 urn or less also m 
References 1-4. Therefore, it is estimated that there is a reason 
to doubt that the adhesive preparations described in the claims of 
the present international application and the adhesive preparations 
according to References 1-4 are prima facie identical. Namely, it 
is estimated that the invention of the claims 1 and 3-6 and the 
invention according to References 1-4 are identical. 

Further, it is described that in Reference 2 the dissolved 
component of the higher fatty acid acts to enhance mainly the 
percutaneous absorbance of the drug (paragraph [0043]) and citric acid 
has the percutaneous absorbance promoting action for isoprpterenol 
hydrochloride (page 3 left upper column-right upper column) , herein 
those skilled in the art can foresee that when the organic acid salts 
exist as powder, a smaller particle size increases a surface area 
thereby enhancing solubility and therefore the promotion effect of 
the above action is obtained. Therefore, it is an obvious item for 
those skilled in the art that the particle size of the organic acid 
salts described in References 2 is made smaller with the aim at 
obtaining said effect to make t he claim 2. 

Form l>CT/ IPi:A/409 (Box V) (July 1998) 
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A61K 9/70, 45/08, 31/135, 31/14, 31/165, 
31/215, 31/415, 31/445, 31/55 



Al 
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WO99/53906 



1999^10^ 28 0(28.10.99) 



(21) mmam^ PCT/JP99/01868 

(22) SggtbMP 1999^4^8 0(08.04.99) 
(30) flBfcttrr— * 

4#iS¥l0/122758 1998^4^17 0(17.04.98) JP 
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